c Hepatic uptake investigated at 0.5 µM siponimod and 1 min incubation time in the absence/presence of the specific inhibitors; the concentration-dependent uptake of siponimod was done at 0.5, 1, 10, and 50 µM siponimod with incubation times of 1 min and 2 min using plated hepatocytes. The uptake rate did not change with increasing concentrations. d Uptake into plated Caco-2 cells was investigated at siponimod concentrations of 0.3, 0.7, 4.4, 9.1, 23.7, and 49.2 µM, and in the presence of the inhibitors cyclosporine A or fumitremorgin C (0.5 µM siponimod) at 37°C and 4°C, respectively, for 60 min. CYP, cytochrome P450; IC50, half maximal inhibitory concentration; K i , inhibition constant; K iu , unbound inhibition constant; P-gp, Pglycoprotein; TDI, time dependent inhibition
